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DETAILED ACTION 

1 . A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office Action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on January 18, 2008, has been entered. 

2. Applicant's amendment to the claims, filed on January 18, 2008, has been entered. 
Claims 35-48 have been canceled. 

Claims 1-34 are pending and currently under consideration. 

3. This Office Action is in response to Applicant's amendment to the claims and remarks 
filed on January 18,2008. 

The rejections of record can be found in the previous Office Actions, mailed on August 8, 
2006 and April 5, 2007. 

4. Applicant's IDS, submitted on January 18, 2008, has been considered. However, it is 
noted that three US Patents listed on IDS do not appear to be relevant to the instant application. 
Specifically, US Patent 5,657,277 is titled as "Memory Device Tracking Circuit", US Patent 
5,808,960 is titled as "Circuit and method for tracking the start of a write to a memory cell", and 
US Patent 6,006,339 is titled "Circuit and method for setting the time duration of a write to a 
memory cell". Applicant is invited to clarify the relevancy of the three US Patents to the instant 
application. 

5. The reference, Frade et al. (The Journal of Immunology 1997, 159:5576-5584), submitted 
on Exhibit A on January 18, 2008, has been listed on PTO-892. The copy of the reference is not 
provided. 
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6. In view of applicant's amendment to the claims, the prior rejection under 35 U.S.C. 1 12, 
first paragraph, enablement, has been withdrawn. 

7. In view of applicant's amendment to the claims, the prior rejection under 35 
U.S.C. 102(b) based Charo et al. (US Patent 5,707,815. Reference AJ on IDS) has been 
withdrawn. 

8. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

9. Claims 11,12, 14, 15, 28, and 29 are rejected under 35 U.S.C. 1 12, first paragraph, 
because the specification, while being enabling for a method of detecting expression of 
mammalian CCR2 using antibody or antigen-binding fragment thereof comprises six CDRs of 
the monoclonal antibodies produced by hybridomas ATCC HB-12549 and HB-12550, does not 
reasonably provide enablement for a method of detecting expression of mammalian CCR2 using 
antibody or antigen-binding fragment thereof comprises at least one antigen-binding region or at 
least one CDRs of the monoclonal antibodies produced by hybridomas ATCC HB-12549 and 
HB-12550. The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the invention commensurate in scope 
with these claims. 

The claims are drawn to a method of detecting expression of mammalian CCR2 using 
antibody or antigen-binding fragment thereof comprises at least one antigen-binding region or at 
least one CDRs of the monoclonal antibodies produced by hybridomas ATCC HB-12549 and 
HB-12550. 



The specification discloses full length anti-CCR2 antibodies comprising six CDRs 
produced by hybridomas HB-12549(1D9) and HB-12550 (8G2) (e.g. see paragraphs spanning 
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pages 12-13 of the specification as filed) and the uses of the anti-CCR2 antibodies in methods of 
detecting expression of human CCR2 (e.g. see pages 50-51 of the instant specification). 

However, the specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the invention commensurate 
in scope with these claims. 

It is well established in the art that the formation of an intact antigen-binding site 
generally requires the association of the complete heavy and light chain variable regions of a 
given antibody, each of which consists of three CDRs which provide the majority of the contact 
residues for the binding of the antibody to its target epitope. The amino acid sequences and 
conformations of each of the heavy and light chain CDRs are critical in maintaining the antigen 
binding specificity and affinity which is characteristic of the parent immunoglobulin. It is 
expected that all of the heavy and light chain CDRs in their proper order and in the context of 
framework sequences which maintain their required conformation, are required in order to 
produce a protein having antigen-binding function and that proper association of heavy and light 
chain variable regions is required in order to form functional antigen binding sites. 

For example, Li et al. (Biochemistry 2000. 39:6296-6309) in a study of three-dimensional 
structures of antigen-bound Fab from monoclonal antibody show that all six CDRs of the 
variable domains of the Fab are involved in binding antigen (see entire document, particularly 
page 6301). 

The specification does not provide sufficient direction or guidance regarding how to 
make and use the claimed anti-CCR2 antibodies that comprise at least one antigen-binding 
region or at least one CDRs of the monoclonal antibodies produced by hybridomas ATCC HB- 
12549 and HB-12550 and form a functional antibody as broadly defined by the claims. 
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The specification does not appear to provide sufficient enabling description of the 
claimed invention. The disclosure appears to show only full length anti-CCR2 antibodies 
comprising six CDRs produced by hybridomas HB-12549(1D9) and HB-12550 (8G2) (e.g. see 
paragraphs spanning pages 12-13 of the specification as filed). The instant claims encompass in 
their breadth any anti-CCR2 antibody or antigen-binding fragment thereof comprises at least one 
antigen-binding region or at least one CDRs of the monoclonal antibodies produced by 
hybridomas ATCC HB-12549 and HB-12550. The specification provides insufficient direction 
or guidance regarding how to produce humanized antibody as broadly defined by the claims. 

Therefore, in view of the lack of guidance in the specification and in view of the 
discussion above one of skill in the art would be required to perform undue experimentation in 
order to practice the claimed invention 

10. Claims 1-12, 14-15, 17-29, 31, 32, and 34 are rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the written description requirement. The claim(s) contains 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

Applicant has claimed a method of detecting expression of mammalian CCR2 or portion 
thereof that includes the amino terminal domain of the receptor by a cell, wherein the method 
comprises the use of a genus of antibody or antigen binding fragment thereof which binds the 
amino terminal domain of the CCR2 and wherein said antibody or antigen binding fragment 
thereof inhibits binding of a chemokine to said receptor and inhibits one or more functions 
associated with the binding of the chemokine with CCR2 . 

To support this genus, applicant has disclosed the antibodies secreted by hybridomas 
ATCC Accession No. HB-12549 and HB-12550 which comprise the recited functional 
limitations. 
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The guidelines for the Examination of Patent Applications Under the 35 U.S.C. 1 12, § 1 
"Written Description" Requirement make clear that if a claimed genus does not show actual 
reduction to practice for a representative number of species, then the Requirement may be 
alternatively met by reduction to drawings, or by disclosure of relevant, identifying 
characteristics, i.e., structure or other physical and or chemical properties, by functional 
characteristics coupled with a known or disclosed correlation between function and structure, or 
by a combination of such identifying characteristics, sufficient to show the applicant was in 
possession of the genus (Federal Register, Vol. 66, No. 4, pages 1099-1 111, Fri. January 5, 2001, 
see especially page 1 106 column 3). 

In The Regents of the University of California v. Eli Lilly (43 USPQ2d 1398-1412) 19 F. 
3d 1559, the court stated: "A definition by function, as we have previously indicated, does not 
suffice to define the genus because it is only an indication of what the gene does, rather than 
what it is. See Fiers . 984 F.2d at 1 169-71, 25 USPQ2d at 1605-06 (discussing Amgen). It is only 
a definition of a useful result rather than a definition of what achieves that result. Many such 
genes may achieve that result. The description requirement of the patent statute requires a 
description of an invention, not an indication of a result that one might achieve if one made that 
invention. See In re Wilder , 736 F.2d 1516, 1521, 222 USPQ 369, 372-73 (Fed. Cir. 1984) 
(affirming rejection because the specification does "little more than outlin [e] goals appellants 
hope the claimed invention achieves and the problems the invention will hopefully ameliorate."). 
Accordingly, naming a type of material generally known to exist, in the absence of knowledge as 
to what that material consists of, is not a description of that material." 

The court has further stated that "Adequate written description requires a precise 
definition, such as by structure, formula, chemical name or physical properties, not a mere wish 
or plan for obtaining the claimed chemical invention." Id. at 1566, 43 USPQ2d at 1404 (quoting 
Fiers, 984 F.2d at 1171, 25 USPQ2d at 1606). Also see Enzo-Biochem v. Gen-Probe 01-1230 
(CAFC 2002). 
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Applicant has disclosed only two members of the claimed genus. The application does 
not disclose a particular structure or epitope within the amino terminal domain of the CCR2 that 
when bound by an antibody leads to the recited functional limitations inhibits binding of a 
chemokine to said receptor and inhibits one or more functions associated with the binding of the 
chemokine with CCR2 . All antibodies which bind the amino terminal domain of the CCR2 do 
not appear to comprise the recited functional properties. 

For example, Frade et al. (The Journal of Immunology 1997, 159:5576-5584, reference 
submitted on Exhibit A on January 18, 2008) teach antibody MCP-1R01 binds the amino 
terminal domain of the CCR2 but has no effect on either inhibiting chemotaxis or Ca 2+ influx 
upon binding to CCR2 (e.g. see Table 1 on page 5578 and second paragraph on page 13 of the 
Remarks filed on January 18, 2008). 

As such it is clear that additional structural information beyond the structure of the full 
length and the amino terminal domain of the CCR2 is what is correlated with the recited 
functional properties. Therefore, it appears that the broad genus of antibodies claimed by 
applicant lack adequate written description because there does not appear to be a correlation 
between the structure bound by an antibody and its property of inhibiting binding of a chemokine 
to said receptor and inhibiting one or more functions associated with the binding of the 
chemokine with CCR2 . As such a skilled artisan would reasonably conclude that applicant was 
not in possession of the claimed genus of the antibody or antigen binding fragment thereof, and 
therefore was not in possession of the claimed method of detecting expression of mammalian 
CCR2 or portion thereof that includes the amino terminal domain of the receptor by a cell, 
wherein the method comprises the use of a genus of antibody or antigen binding fragment 
thereof which binds the amino terminal domain of the CCR2 and wherein said antibody or 
antigen binding fragment thereof inhibits binding of a chemokine to said receptor and inhibits 
one or more functions associated with the binding of the chemokine with CCR2 . 
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1 1 . Claims 1 -4, 6, 7, 1 8-2 1 , 23, and 24 are rejected under 35 U.S.C. 1 02(a) as being 
anticipated by Frade et al. (J. Clin. Invest. 1997. 100;3:497-502. Reference AU6 on IDS) for 
reasons of record. 

Applicant's arguments, in conjunction of the reference Frade et al. (submitted on January 
18, 2008, have been fully consider but have not been found persuasive. 

Applicant acknowledges that Frade et al. (J. Clin. Invest. 1997. 100;3:497-502. Reference 
AU6 on IDS) teach antibodies MCP-1R02 and MCP-1R01 that bind the amino terminal domain 
(amino acid 24-38) of CCR2. However, citing Frade et al. (The Journal of Immunology 1997, 
159:5576-5584, reference submitted on Exhibit A on January 18, 2008), applicant argues that 
antibody MCP-1R01 have no effect on chemokine MCP-1 effect tested and antibody MCP- 
1R02, albeit capable of blocking calcium flux and monocyte chemotactic response, desensitizes 
receptor to MCP-1 . Thus, applicant argues that the two antibodies that bind the amino terminal 
domain of CCR2 do not anticipate the claimed method that requires that antibodies inhibit one or 
more functions associated with binding of chemokine and CCR2. 

This is not found persuasive for following reasons: 

In contrast to applicant's reliance on the mechanism of action, it is noted that the claims 
are drawn to a method of detecting expression of CCR2 by using antibody that binds the amino 
terminal domain of the CCR2, wherein the binding of antibody and CCR2 inhibits chemokine 
binding to CCR2 and inhibits one or more functions associated with the binding of chemokine to 
CCR2. The prior art method involving antibody that bind to the amino terminal domain of 
CCR2 such as MCP-1 1R02 would meet the claimed limitation as evidenced by the teachings of 
Frade et al. (The Journal of Immunology 1997, 159:5576-5584, reference submitted on Exhibit A 
on January 18, 2008) (e.g. see second full paragraph on the right column on page 5578): 
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"7b further characterize the biologic activity of these mAb, we analyzed their effect on 
MCP-l-induced Ca 2+ influx and transmigration. Preincubation of Fluo-3- loaded Mono 
Mac I cells with protein A purified mAb before MCP-l stimulation resulted in blocking of 
the MCP-l-promoted Ca 2+ influx by mAb MCP-l ROT 

The prior art antibody that binds the amino terminal domain of the CCR2 would also 
compete or bind the same epitope as the claimed antibodies made by hybridomas ATCC 
Accession Nos: HB-12549 and HB-12550. 

As such, the claimed methods do not appear to distinguish the prior art teaching the same 
or nearly the same methods to achieve the same end result. The mechanism of action does not 
have a bearing on the patentability of the invention if the invention was already known or 
obvious. See M.P.E.P. 2145. 

Therefore, applicant's arguments have not been found persuasive. 

12. Claims 1-8, 17-25, and 34 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Lind et al. (US Patent 6,084,075) for reasons of record as evidenced by Frade et al. (J. Clin. 
Invest. 1997. 100;3:497-502. Reference AU6 on IDS). 

Applicant's arguments have been fully considered but have not been found persuasive. 

Applicant acknowledges that Lin et al. teach two antibodies MCPR-01 and MCPR-02 
that are made immunizing mice with peptides corresponding to the amino terminal domain 
(amino acids 24-38) of CCR2. However, applicant argues that the antibodies MCPR-01 and 
MCPR-02 are consistent with the teachings of Frade et al. (The Journal of Immunology 1997, 
159:5576-5584, reference submitted on Exhibit A on January 18, 2008) in that they do not 
inhibit one or more functions associated with the binding of chemokine MCP-l to CCR2. 
Therefore, applicant argues that the rejection should be withdrawn. 
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This is not found persuasive for following reasons: 

Applicant's arguments and the Examiner's rebuttal regarding the teachings of Frade et al. 
(The Journal of Immunology 1997, 159:5576-5584, reference submitted on Exhibit A on January 
18, 2008) are essentially the same as above in Section 12. 

Further, in contrast to applicant's reliance on the working examples of Lind et al, it is 
noted that the teachings of Lind et al. are not limited to the working examples of the two 
antibodies that bind the amino terminal domain of CCR2. Once again, a prior art reference must 
be considered in its entirety. See MPEP 2141.02. Here, Lin et al. clearly teach methods of 
detecting expression of human CCR2 or its amino terminus portion in human cell or membrane 
fraction of the cell using an antibody that binds to the amino terminal domain of the CCR2 
wherein the anti-CCR2 antibody inhibits binding of the ligand MCP-1 and functions associated 
with the binding of MCP-1 to CCR2 such as calcium influx and chemotaxis (see entire document 
particularly Detailed Description of the Invention on columns 7-14). Therefore, the teachings of 
Lind et al. meet the claimed method steps. 

13. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

14. Claims 1, 9, 10, 17, 18, 26, 27, and 34 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Lind et al. (US Patent 6,084,075) in view of Kucherlapati et al. (US Patent 
6,075,181) and Queen et al. (US Patent 5,585,089) for reasons of record. 

Applicant's arguments have been fully considered but have not been found persuasive. 

Applicant's arguments and the Examiner's rebuttal regarding the teachings of Lind et al. 
are essentially the same as discussed above in Section 12. 
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Applicant further argues that the claimed invention is not drawn to method of producing 
human/humanized antibodies that bind CCR2. Thus, applicant asserts that the teachings of 
Kucherlapatie et al. and Queen et al., drawn to methods of producing human/humanized 
antibody, would not teach or suggest (alone or in combination with Lind et al.) the claimed 
method. 

This is not found persuasive for following reasons: 

In response to applicant's arguments against the references individually, it is noted that 
one cannot show non-obviousness by attacking references individually where the rejections are 
based on combination of references. See MPEP 2145. 

In this case, Lind et al. teach diagnostic methods and therapeutic methods using anti- 
CCR2 antibodies, e.g. detection of the expression of MCP-1 in tissues or cells in vitro and in vivo 
by using anti-CCR2 antibody, e.g. anti-CCR2 antibody that bind the amino terminal domain of 
CCR2. Thus, one of skill in the art would be motivated to make human or humanized anti-CCR2 
antibodies that binds to the amino terminal domain of the CCR2. 

Given the examination guidelines for determining obviousness under 35 U.S.C. 103 in 
view of the Supreme Court decision in KSR International Co. v. Tele/lex Inc. 82 USPQ2d 1385 
(2007) and the Examination Guidelines set forth in the Federal Register (Vol. 72, No. 195, 
October 10, 2007) and incorporated recently into the MPEP (Revision 6, September 2007), the 
following rationales to support rejection under 35 U.S.C. 103(a) are noted: 

A) Combining prior art elements according to known methods to yield predictable 

results. 

The rationale to support a conclusion that the claims would have been obvious is that all 
the claimed elements (methods of detecting expression of CCR2 by using anti-CCR2 antibody 
that binds the amino terminal domain of CCR2 and human or humanized anti-CCR2 antibody 
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that binds the amino terminal domain of the CCR2) were known in the prior art and one skilled 
in the art could have combined the elements as claimed by known methods (e.g. methods of 
making human or humanized antibody and methods of detecting expression of CCR2) with no 
change in their respective functions, and the combination would have yielded nothing more than 
predictable results to one of ordinary skill in the art at the time of the invention. 

B) Simple substitution of one known element for another to obtain predictable results. 

The rationale to support a conclusion that the claims would have been obvious is that the 
substitution of one known element (anti-CCR2 antibody that binds the amino terminal domain of 
CCR2) with another (human or humanized anti-CCR2 antibody that binds the amino terminal 
domain of CCR2) would have yielded predictable results to one of ordinary skill in the art at the 
time of the invention. 

C) Use of known technique to improve similar products in the same way. 

The rationale to support a conclusion that the claims would have been obvious is that a 
method of enhancing a particular product (e.g. making human or humanized anti-CCR2 
antibody) was made part of the ordinary capabilities of one skilled in the art based upon the 
teachings of such improvement in other situation (e.g. taught by Kucherlapati et al. and Queen et 
al). One of ordinary skill in the art would have been capable of applying these known methods 
of making human or humanized antibody to make human or humanized anti-CCR2 antibody that 
binds the amino terminal domain of the CCR2 to be used in the methods of detecting the 
expression of CCR2 taught by Lind et al. and the results would have been predictable to one of 
ordinary skill in the art. 

D) Applying a known technique to a known product ready for improvement to yield 
predictable results. 

The rationale to support a conclusion that he claim would have been obvious is that a 
particular known technique (e.g. methods of making human or humanized antibody taught by 
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Kucherlapati et al. and Queen et al.) was recognized as part of the ordinary capabilities of one 
skilled in the art. One of ordinary skill in the art would have been capable of applying this 
known technique of making human or humanized antibody to a know method of detecting the 
expression of CCR2 taught by Lind et al. that was ready for improvement for in vivo diagnostic 
purpose and therapeutic uses and the results would have been predictable to one of ordinary skill 
in the art. 

E) Some teachings, suggestion, or motivation in the prior art that would have lead one of 
ordinary skill to modify the prior art reference to arrive at the claimed invention. 

The rationale to support a conclusion that the claims would have been obvious is that a 
person of ordinary skill in the art would have been motivated to combine the prior art to achieve 
the claimed invention of method of detecting the expression of CCR2 by using human or 
humanized anti-CCR2 antibody that binds the amino terminal domain of CCR2 and there would 
have been a reasonable expectation of success. 

"The test of obviousness is not express suggestion of the claimed invention in any or all 
of the references but rather what the references taken collectively would suggest to those of 
ordinary skill in the art presumed to be familiar with them." See In re Rosselet, 146 USPQ 183, 
186 (CCPA 1965). 

"There is no requirement (under 35 USC 103(a)) that the prior art contain an express 
suggestion to combine known elements to achieve the claimed invention. Rather, the suggestion 
to combine may come from the prior art, as filtered through the knowledge of one skilled in the 
art." Motorola, Inc. v. Interdiqital Tech. Corp., 43 USPQ2d 1481, 1489 (Fed. Cir. 1997). 

An obviousness determination is not the result of a rigid formula disassociated from the 
consideration of the facts of a case. Indeed, the common sense of those skilled in the art 
demonstrates why some combinations would have been obvious where others would not. See 
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KSR Int'l Co. v. Teleflexlnc, 82 USPQ2d 1385 (U.S. 2007) ("The combination of familiar 
elements according to known methods is likely to be obvious when it does no more than yield 
predictable results."). 

Here, given the teachings of Lind et al. regarding the methods of making and using anti- 
CCR2 antibodies, and the teachings of Queen et al. and Kucherlapati et al. providing convinient 
methods of making human/humanized antibodies, the ordinary artisan at the time the invention 
was made would have had a reasonable expectation of success in producing human/humanized 
antibodies and antibody fragments to CCR2 and using said human or humanized antibody in a 
method of detecting the expression of CCR2 taught by Lind et al. 

Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in 
the art at the time the invention was made, as evidenced by the references, especially in the 
absence of evidence to the contrary. 

Applicant's arguments have not been found persuasive. 

15. Claims 13, 16, 30 and 33 are objected as being dependent upon a rejected base claims but 
would be allowable if rewritten in the independent form including all of the limitations of the 
base claim and any intervening claims. 

16. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chun Dahle whose telephone number is 571-272-8142. The 
examiner can normally be reached on 8:30-5:00. If attempts to reach the examiner by telephone 
are unsuccessful, the examiner's supervisor Eileen O'Hara can be reached 571-272-0878. The 
fax phone number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
/Chun Dahle/ 

Primary Examiner, Art Unit 1644 

Chun Dahle, Ph.D. (formerly Chun Crowder) 
Patent Examiner 
April 4, 2008 



